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1999. 



TN THE CLAIMS : 

Please cancel Claims 6, 12 and 16 without prejudice. 
Please amend Claims 1-5, 7-11, 13-15, andlT^SasfoUojvsL 




1 . (Amended) A defective recombinant adetovirus that is incapable of autonomously 
repUcating, said defective recombinant adenoviis comprising at least one DNA sequence 
encoding the specific iodine transporter (Na^/I" Lporter) NIS or a derivative thereof, wherein 
said DNA sequence is placed under the contr/l of a transcriptional promoter allowing its 
expression in tumor cells. 

2. (Amended) The defective rec/mbinant adenovirus of Claim 1 , wherein the DNA 
5^ sequence is a cDNA sequence. 

3. (Amended) The defecti^ recombinant adenovirus of Claim U wherein the DNA 
sequence is a gDNA sequence. 

4. (Amended) The defective recombinant adenovirus of Claim 1. wherein the DNA 
sequence encodes the specifec murine iodine transporter (Na^/T Symporter) NIS. 



5. (Amended) e defective recombinant adenovirus of Claim l^herein the DNA 
sequence i 



; encodes theCecific human iodine transporter (Na^/T Symporter) NIS. 
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7. (Amended) The defective recombinant adenovirus^Clayyi, wherein the 
transcriptional promoter is a viral promoter. 



1. (Amended) A defective recombinant adenovirus that/s incapable of autonomously 
replicating, said defective recombinant adenovirus comprisi/gacDNA sequence encoding the 

human iodine transporter NIS under the control of the CMy promoter. 

9. (Amended) A defective recombinant adenovil that is incapable of autonomously 
replicating, said defective recombinant adenovirus co/prising a DNA sequence encoding the 
iodine transporter NIS or a derivative thereof under ^e control of a promoter allowing 
predominant expression in tumor cells. 

10. (Amended) The defective rewmwU. adenovirus of Claim9^wherein the promoter 
isselectedfomthegroupconsistingofty^L^^ 
regulatory sequence of the insulin geneie igulatory sequence of the gene for 
immunogiobulms. the regulatory genif i mouse mammary tumor virus, the regulatory 
seque„ceof.hePSAgene,theregu/toysequenceofthealpha-fetoprotein gene, the re^l^^^^ 

sequence of the alpha l-antitrypsth U «.e regulatory sequence of the P-gloWn gene, the 



regulatory sequence of the gene' 



LrhLo myelin, the regulatory sequence of the gene for the 



myosin light chain 
hormone. 



2. and the/egula/ory sequence of the gene for the gonadotrophin-releasing 
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1 1 . (Amended) The defective recombinant adenovirus of hain^ , further comprising a 
deletion of all or part of an El region, a deletion of all or part o/an E4 region, or a deletion of all 
part of the El region and a deletion of all or part of the E4 rfegion. 



or 



13. (Amended) The defective recombinant adenovin^ of Claim l^wherein said 
adenovirus is a human adenovirus type Ad 2 or Ad 5 or a cfine adenovirus type CAV-2. 

. 14. (Amended) The defective recombinant adeno^rus of ClamU, further comprising at 
least one gene encoding a polypeptide involved in a peroxidase system. 

15. (Amended) A pharmaceutical compositioi comprising said defective recombinant 
adenovirus of Claim 1 and a physiologically accepfctole vehicle. 

17. (Amended) The pharmaceutical comt/osition of Claim 15, in injectable form. 

18. (Amended) The pharmaceutical c/mposition of Claim IS^comprising between 10^ 
and 10*'' pfu/ml defective recombinant adei/oviruses, inclusive. 



Please add the following New Claims: 



" ..i9.ThedS^tive recombin^ adenovirus of Claim 7, wherein the viral promoter is 

selected from the group consisting /f El A, MLP, CMV, RSV-Lm MT-1, and SV40. 
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20. The defective recombinant adenovirus Jf Claim 14, wherein said gene encoding a 
polypeptide involved in a peroxidase system comprises the ge^ glucose oxidase or the gene 
for thyroperoxidase. 




21 . The pharmaceutical composition c(f Claim 18. com prising between 10 to 
lb'' pfii/ml defective recombinant adenoviruse^, inclusive. 



22. The defective recombinant pr/moter of Claimi^fether comprising a deletion of 
all or part of an El region, a deletion of all4 part of an E4 region, or a deletion of all or part of 
the El region and a deletion of all or part/of the E4 region. 

23. The defective recombir/ant promoter of Claim 4, furth er comprising a gene 
encoding a polypeptide involved in the peroxidase system. 

24. The defective recc/mbinant promoter of Claim 5, further comprising a deletion of 
all or part of an El region, a de/etion of all or part of an E4 region, or a deletion of all or part of 
the El region and a deletion df all or part of the E4 region. 

25. The defective recombinant virus of Claim 5, further comprising fiirther 
comprising a gene encodilg a polypeptide involved in the peroxidase system. 



26. The d/fective recombinant adenovirus of Claims, further comprising a deletion 
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of all or part of an El region, a deletion of all or part of an E4 r/gion, or a deletion of all or part 
of the El region and a deletion of all or part of the E4 region. 



27. The defective recombinant adenovirus of olaim 8, further comprising at least one 
gene encoding a polypeptide involved in a peroxidase syfetem. 




28. The defective recombinant adenoviru^f Claim 9, further comprising a deletion 
of all or part of an El region, a deletion of all or p^ of an E4 region, or a deletion of all or part 
of the El region and a deletion of all or part of thtf E4 region. 



29. The defective recombinant adenovirus of Claim 9, further comprising at least one 
gene encoding a polypeptide involved in a peroxidase system. ' ~ 

z}{ A defective recombinant sMenovirus that is incapable of autonomously replicating, 
said defective recombinant adenovirus Comprising a DNA sequence that encodes a specific 
murine iodine transporter (Na^/T Syir/porter) MS or a specific human iodine murine iodine 
transporter (Na*/r Symporter) NIS,yWherein said DNA sequence is placed under the control of a 
transcription promoter allowing its expression in tumor cells. 



31. The defective tfecombinant adenovirus of Claim 30, wherein said defective 
recombinant adenovirus cor/prises a deletion of all or a part of an El region, a deletion of all or 
part of an E4 region, or a /eletion of aU or part of the El region and a deletion of all or part of the 
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E4 region. 



32. The defective recombinant ^ovirus of Claim 31j|[herein said defective 
recombinant adenovirus comprises a^ene that encodes a polypeptide involved in the peroxidase 



system. 






33. A m^od for treating cancer in af subject comprising the steps of: 

(a) /Ministering to the subject thiecombinant defective adenovirus of Claim^and 

(b) / administering to the subject a /adioactive isotope of iodine 

34. The method of Claun33, fi/ther comprising the step of administering an anti- 
cancer agent to the subject. 



35. The method of 
derivative of platinum, cis-; 
CCNU, doxorubicin, dau. 



laim3f 



atm. 



therein the anti-cancer agent comprises a taxoid, a 
Soside phosphate, bleomycin, mitomycin C, 
in, or ifosfamide. 



/ 



36. A defectwJrecoiibinant adenovirus that is incapable of autonomously replicating, 
said defective recombinant adenovirus comprising: 
(a) a DNA sequ^ce that: 

(i) enc/des for a specific murine iodine transporter (Na^/I' Symporter) NIS 
th/t is under the control of a transcriptional promoter that allows 
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(b) 



(c) 



expression of said DNA sequence tti tumor cells; or 
(ii) encodes for a specific human iodirie transporter (Na^/T Symporter) NIS 

that is under the control of a transcriptional promoter that allows 

expression of said DNA sequence in tumor cells; 
a deletion of all or part of an El regi6n, a deletion of all or part of an E2 region, or 
a deletion of all or part of the El region and a deletion of all or part of the E2 
region; and 

a gene encoding a polypeptide iiivol^ed in a peroxidase system. 



37. A method for treating j 
the defective recombinant a(Mio;^irus Ql 



ject comprising administering to the subject 
haim36, and a radioactive isotope of iodine. 



38. The method of Claii/ 37, fiirther comprising administering an anti-cancer agent to 
the subject.- 

REMARKS 

Claims 1-18 are pres^tly pending in this case, hi this preliminary amendment, 
Applicants have canceled Claims 6, 12 and 16, without prejudice, have amended Claims 1-5, 7- 
1 1, 13-15, and 17-18, and have added new Claims 19-38. Applicants have also amended the 
instant Specification to include a Priority Claim. Support for amended Claims 1-5, 7-11, 13-15, 
and 17-18, as well as new Claims 19-38, can be found generally throughout the instant 
Specification, particularly at pages 27-28 and Claims 1-18 as filed. Consequently, the instant 
Amendment introduces no new matter into the instant Application. Attached hereto is a marked- 



